. Changes in 5-year incidence rate of total hip (THR) or total knee replacement (TKR) in incident rheumatoid arthritis (RA) patients following introduction of biological DMARDs compared with secular trends in age, sex and municipality-matched general population controls (GPC) Stepwise backward elimination to produce most parsimonious model: p-entry <0.05 and p-exit >0.2. * per year based on biannual data.
Conclusions: Prior to 2002, the incidence of TKR increased among RA patients, but started to decrease after introduction of bDMARDs and their associated guidelines in 2003 (absolute change -1.8 TKRs/1000 person years in Feb. 2007 ).
In contrast, the incidence of TKR increased among GPCs throughout the entire study period. The incidence of THR increased in GPCs for the entire duration of the study period, whereas there was a downward going trend among RA patients, but with a surprising level increase in 2003. Background: Low disease activity and remission in rheumatoid arthritis (RA) patients is achieved earlier and in higher frequency when the initial treatment includes a combination of methotrexate (MTX) with corticosteroids or a biologic disease modifying anti-rheumatic drug than MTX alone. However, it is unknown whether in patients with early and persistently good response the initial treatment still has an impact on long term outcomes. Objectives: To compare 10 years disease outcomes of RA patients with persistent low disease activity on MTX monotherapy or on initial combination therapy with infliximab or prednisone and sulfasalazine. Methods: RA patients with 10 years follow-up from the BeSt study were analyzed. RA patients fulfilling the American College of Rheumatology 1987 criteria with <2 years symptom duration were "treated to target" aiming at disease activity score (DAS) ≤2.4, assessed with 3-monthly intervals. Patients in arms 1 and 2 started MTX monotherapy, patients in arm 3 started MTX, sulfasalazine and prednisone and patients in arm 4 started MTX and infliximab. All had DAS≤2.4 from t=6 months until t=10 years and therefore stayed on initial treatment, with patients in arms 3 and 4 tapering to monotherapy within 10 months. Patients in arms 1 and 2 were compared with patients in arms 3 and 4. Between-group differences over time were compared using (generalized) linear mixed model analyses, for the outcomes DAS, Health Assessment Questionnaire (HAQ), erythrocyte sedimentation rate (ESR), visual analogue scale (VAS) patient global health (range 0-100), percentage patients in remission and drug free remission and percentage patients with Sharp/van der Heijde score progression ≥5. Results: At t=10 years 28/247 (11%) patients in arms 1 and 2 had sustained DAS≤2.4 compared to 68/261 (26%) patients in arms 3 and 4. Patients in arms 1 and 2 were less often ACPA positive (46% versus 54%, p=0.477), had shorter symptom duration at baseline [median (range) 14 (1-191) versus 18 (4-263) weeks, p=0.004] and less radiologic damage progression after 10 years [0 (0-16) versus 2.5 (0-26), p=0.014] than patients in arms 3 and 4. No between-group differences were found over time, except for the percentage of patients in drug free remission. Significant group-time interactions were found for DAS, ESR and VAS patient's global health, but not HAQ, percentage remission and percentage drug free remission, with slightly worse results over time for arms 3 and 4 compared to arms 1 and 2 (table 1).
Conclusions:
More patients achieved continuous low disease activity on prednisone or infliximab combination therapy tapered to MTX monotherapy than on MTX monotherapy, but there appear no additional benefits of combination treatment strategies for patients who have sustained DAS≤2.4. Regardless of initial induction therapy, those who remain in low disease activity have similar long term outcomes, with only the proportion of patients in drug free remission being higher in the MTX monotherapy group. These results strongly suggest that rapid achievement of remission/LDA itself, rather than how you achieve it, is crucial for determining long-term outcome in RA. Objectives: To analyse the impact of active and passive smoking and intestinal transit disorders on the risk of incident RA Methods: This study is based on the French E3N cohort ("Etude Epidémiologique auprès de femmes de l'Education Nationale"), which included 98,995 women volunteers born between 1925 and 1950 and prospectively followed since 1990. Eleven self-administered questionnaires were sent to the participants between 1990 and 2014 to collect medical, demographic, environmental and hormonal data and dietary habits. The diagnosis of RA was collected on 2 successive questionnaires. Cases were considered certain if having declared RA and had taken a RA specific medication (methotrexate, leflunomide or biologic) since 2004 (period from which drug reimbursement data was available). Only incident and certain cases were included. Women were excluded if they had an inflammatory bowel disease and/or no information on their smoking status. Passive smoking was assessed by the following question: "When you were children, did you stay in a smoky room?". Patients were considered exposed if the answer was "yes, a few hours, or yes, several hours a day". The usual intestinal transit, reported by women prior to RA diagnosis (on average 10 years), were classified as normal transit, chronic diarrhoea, chronic constipation, and alternation between diarrhoea and constipation. The risk of incident RA was estimated using an age-adjusted Cox model that considers smoking status as a time-dependent variable. Results: 70598 women from the E3N study were included in the study. A total of 1239 patients reported an incidental RA, of which 350 cases were included in the study (and 280 in the analysis of intestinal transit disorders). Non-ascertained cases were excluded form the analyses. The age at inclusion in the study was 49.0 years (± 6.4). The mean duration of follow-up was 21.2 (± 1.3) years. Passive smoking exposure during childhood increased the association between the RA risk active and adult active smoking. In ever smokers who had childhood passive exposure to smoke, the HR was 1.73 [1.20; 2.50] as compared with non-smokers who were not exposed during childhood, while it was 1.37 [1.08; 1.73] in active smokers who were not exposed during childhood. A history of chronic diarrhea was associated with increased RA risk (HR =2.32 [1.41, 3 .81]), while chronic constipation or alternation between diarrhoea and constipation did not.
This study confirms the link between active smoking and the risk of RA. It suggests for the first time that in smokers, exposure to tobacco early in life, through passive smoking in childhood significantly increases this risk. Our study highlights the importance of avoiding any tobacco environment in children, especially in those with a family history of RA. Also, it shows for the first time an association between a history of chronic diarrhoea and the risk of developing RA. The association supports the hypothesis of dysbiosis (microbiota abnormality) as a risk factor for the emergence of autoimmunity. These data perfectly fit with the preclinical scheme of RA where an external event occurs at an early stage to promote emergence of auto-immunity, followed years after by clinical RA. Background: Decreased strength and range of motion in the hand are often seen in rheumatoid arthritis (RA). Positive effects on hand function in RA patients after hand exercise and individual education in joint projection including coping strategies (ADL education) is shown (1;2). However, it is unknown if a combination of both will further improve hand performance. Objectives: To investigate the effect on ADL ability of a hand exercise program as add on to an ADL education program in women with RA. Methods: Women with RA involving the hand on stable medication for at least three months were recruited. At baseline participants were examined by a rheumatologist who assessed joints of the hand and ruled out contraindications for participation e.g. massive malalignment of the joints. Inflammatory markers of the blood, hand pain and grip strength were also measured. The ADL motor ability was assessed using the observation-based Assessment of Motor and Process Skills (AMPS). After baseline examination randomized to ADL education + hand exercises (intervention; IG) or only ADL education (control; CG) was made. All participants received three to four sessions with an occupational therapist learning how to perform ADL tasks overcome their specific hand problems. The intervention group also received a hand exercise program, to be conducted four times a week, for eight weeks, containing exercises for improving range of motion and strength; once a week the exercise program was supervised by a physiotherapist, to correct and prevent overload and to increase load if possible. Primary outcome measure was change in observed ability to perform ADL tasks (AMPS) at week 8. Secondary outcomes include grip strength, pain, joint count, inflammatory markers and self-reported function. After eight weeks, all baseline measures were repeated and changes from baseline were calculated based on the Intention To Treat (ITT) population. Clinicaltrials.gov Identifier: (NCT02140866) Results: Fifty five patients were randomised to IG (n=28) or CG (n=27); 22 and 25 patients, respectively, completed the trial. The ITT-populations mean age was 63.8 (12.8) years, mean disease duration was 12.4 (11.0) years. Baseline tender and swollen joint count was 5.07 (4.85) and 1.37 (1.72) respectively, the hand pain was 41.95mm (right) and 35.78mm (left) (VAS) and hand grip strength was 18.25 kg (right) and 17.46 kg (left). Baseline AMPS ADL motor measure was 1.36 (0.46). As judged by the 95% confidence intervals, no difference in change from baseline was seen between the groups (see table) .
A hand exercise program as add on to an ADL education did not improve ADL ability more than ADL education alone in women with RA experiencing decreased ADL ability involving the hands. 
